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U trzech chorych przeprowadzono poope-
racyjnq radioterapie. Sredni czas do uja-
wnienia przerzut6w wynosit 28 miesil~cy.
Zawsze byty to przerzuty mnogie, w 50%
przerzuty wystqpity w wi~cej niz jednym
narzqdzie. Najcz~stsZq lokalizacjq byty
ptuca (7) i wqtroba(3). U chorych stoso-
wano IFNa w dawkach od 6 do 10mln j
(srednia 9), podawany podsk6rnie 3 razy
w tygodniu. Oceniano regresje nowotworu
w oparciu 0 badania obrazowe oraz tole-
rancje leczenia Ze wzgl~du na matq licze-
bnosc grupy odstqpiono od analizy. staty-
stycznej.
Wyniki: Catkowity czas terapii wyni6st
od 1 do 31 tygodni (srednia 13). U 8 cho-
rych zakonczono podawanie leku, 2 cho-
rych jest nadal w trakcie leczenia.
W 6 przypadkach przyczynq zakonczenia
terapii byta progresja choroby stwierdzona
w badaniach obrazowych w 1 przypadku
zta tolerancja, a w 1 brak mozliwosci re-
fundacji leczenia. U 2 chorych zaobser-
wowano pozytywny efekt terapii (PR i CR
zmian przerzutowych w ptucach). U 3 cho-
rych wystqpita gorqczka u 2 ostabienie,
nie wymagajqce leczenia, a u 4 chorych
nie zaobserwowano zadnych objaw6w
ubocznych.
Wnioski: W oparciu 0 otrzymane wyniki
mozna sformutowac wnioski, ie monote-
rapia interferonem jest dobrze tolerowana,
jednak jej ograniczona skutecznosc
i wysoki koszt powinny sktaniac do po-
szukiwan nowych schemat6w leczenia
systemowego w rozsianym raku nerki.
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CALCITRIOL AND ITS ANALOG
DOWN-REGULATES avJ33
INTEGRIN EXPRESSION AND
SUPPRESSES THE·TUMORI-
GENESIS OF LEWIS LUNG
CARCINOMA (LLC) CELL LINE
Wietrzyk J., Filip S., Kutner A.,
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Aim: Calcitriol (CAL) [1,25-(OH)203],
active hormonal form of vitamin 03,
reveals antitumor activity both in vitro and
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in vivo. CAL may activate the 133-integrin
subunit gene and promote the plasma
membrane appearance of av133 on osteo-
clast precursors and on HL-60 leukemia
cells. In this study we evaluated the effect
of calcitriol and its new analogue (PRI-
2191), synthesized in order to avoid
hypercalcemic effect of calcitriol, on av133
integrin-dependent mouse lung cancer
invasiveness.
Material and Methods: The influence
of CAL or PRI-2191 on the proliferation,
adhesion properties and cell cycle of
mouse LLC cells were tested by FACS
analysis, adhesion and antiproliferative
assays. Monoclonal antibodies and flow
cytometry were applied for evaluation of
integrins expression. Antitumor activity in
vivo was examined in the model of sub-
cutaneously growing tumors in C57BI/6
mice.
Results: We have shown, that LLC cells
express a high level of av133 (but not of
allbl33) integrin and this expression was
significantly reduced by the in vitro treat-
ment with CAL or PRI-2191. Both com-
pounds inhibited (in about 60%) LLC cells
proliferation after 72 h of in vitro treatment.
Moreover, both agents augmented
adhesion of LLC cells to collagen (ligand
for allb integrin subunit) and diminished
adhesion to fibrinogen (ligand for 133 inte-
grin sUbunits).Further, in vitro incubation
of LLC cells with both agents retarded the
growth of subcutaneous tumors in mice.
n all experiments, biological activity of PRI-
2191 was higher than this of CAL, what is
in accordance with our previous expe-
riments, showing higher antiproliferative,
lower calcemic activities and lower lethal
toxicity of new analog as compared to
parental dru,g.
Conclusions: Our data demonstrate
that new analog of calcitriol, PRI-2191, is a
good candidate for an antitumor drug,
especially in the treatment of cancers in
which the invasive potential is, at least in
part, dependent on expression of 133
integrins.
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